<I9>B*S#ft/r (JP) 



(12) Q 



#1* & 



(a) (nmnmm^m^ 

-217361 

(43)^WB ¥f£ll¥(1999)8m0B 



(51) IntCL* 
C 0 7 C 235/82 
A6 1K 31/165 
31/495 
C0 7D 295/02 
295/18 



ABC 



F I 

C07C 235/82 

A6 IK 31/165 ABC 
31/495 

C0 7D 295/02 Z 
295/18 A 



(21)W«*# 


«R¥10- 17216 


(71)W«A 


000005201 










(22)ffl«B 


%£l(MF(1998) 1 /I29B 










(72)^# 
























(72)&9£g 


aoj mm 








^3Sm««m^c3Tail»46^ 














(72)%^ 










#^njius£fiw*iB2io#iei /bc±&m 














<74>ftSA 













(54) ±7h*/>ft:6*aD«fl:^4)W>6^iEI« 



(57) {§?*,] 
Htl ] 



p o 




(I) 
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(ft I ] 




o o 



mmwtmmftzmzti* (jam*, iss, 334, 1955) . 



(0 



0 /K^^tt^'J^Ht**). TfflnarrStttt 

£ ft * il-2<dM££»iM <r £ c <h tc<fc 9 ^c5fej^WJ*« 



moms. r. rvr> ttEi»«c»Bura»stiri» 4»fttra<. a*ina«tt*L<®s;5ttei>* 

(OJS, (Clin. Nephrol.. 24, 107, 1985). 7 

[fi^J14) R.-^TJUa+J^ltfcttTy-*** [0005]-^. <>*y+/>^t7 Ft^>^c£'© 

»*JBl«cc»L4©^-fti*»iaWEMI 5,559.i56^*ffl§> . T )W » J -? ~-m<Dxtm. 

oit^Xi*£m¥mcft®2n*>*:<D&z%t*mm. ctffH>*>ft£7> h >{t£1fc {®&mw% mex 

{is^6] it3}cJii^i^4CDi>rft^i^«:iaig ^fR) . inrp^^iurfflt^fts^^v*^ 

Lxstsftfmwm. %&mmmx'$>z>^>v*sy{t£Vi (t$KFPs-23i3 

(0001) <1#&a¥8-239340*f£r*R> . Rt>'7^ F-X • U 

mmk<Dmmft&] %&WMWj:£<fmm -iOMBH (Bioorganlc & Medicinal Chen.. 4, 49, 1 

Zb<DX$>Z>. [0 00 6] 

(0 00 2] [*wwb*lj:5 £**»«] *¥zw<DmmK* &s 

i'&%<o&m s^^om^^mr^m^tLx mm\^E<mm>mn^t isx^mummtsm*: 

&vfcm&mzwji£i)mht\x^z> (ceii, 35, 291, ->x % y >/«^©B!Rtt*«<, £jfo*siast4fc£<D 

1996; Am. Rev. Respir. Dis.. 133 . 635. 1983; Iorou gdfttB#£«3 ftfcft£«l£:{ft-f &C tifi*mi<Dl%m 

noloqy, 69, 335, 1990). Ctlt><0&&O§k&tC*Sl*X Xhh. 

av>'<mfimm*±7 * * z~totex-3)*>®£fr$>i.> [0007 ] 

(t£tcit®mzmttz&mvmmvm&zt\x$tc. zffikr^<&M®j]i,tc&%:. 2&(cstL*t4y ^ st 

[0 00 3] S^^ifeSWt'JSltc^^^D^^x^T S"i'2*t3A£tvcfc9. 3(itC7JUn*:>S v fcFa 

5K, ^^^T7>^C<i:C7)$<lja5i|A^fl6ftTl^*\ *) $ /cttlSl^Wt^C i ^>^^T ^ 



(3) 

3 

/c. Ztc. JbEOit^tf 

[0008] TffiHHSt(I): 
[ft2] 



o o 




3uankdti-cc»T(>j:i»c 1 .,.aKfc*jiai «» 

8<D»£. R, a#R, tlEl'KBISt/tttfeStvCl* 
[0 00 9] *«"W©«F*bl»«««:j:ntt, R, 

ax«N. N-^7^*^s?7$ ygr&s±ie*t£ 

*5&C/^0*S : R, #7*3*VS£fcM:7</ 

ac^<0E#&&3tt£. 

[0010]^fc. *#6fl8<DM©^a(cj:ntf. ±12- 
fl££(D iDfteftatf^lWcftSSft**©**^ 
*&BiPZmittiZto9Z&ttE*tHmSti&. coy 30 

[0 0 1 1 ) *»§B©$6Klj5«fl!>«aJcJ:n«. ±12- 

ftjggiorm^ftm^ ©S!a<ofc«xo±E(t^«i 40 
or. ±Eoft^Bia^»5t»K:tt8sti&*a«a^ 

[00 12] 

[*^<DHttcD^) ±ie-te5^(i) (cfci>r. R, « 
SB&StirorfcJioc,.,. (SeSa 1-20) (DmtA 

*s*iiT. ^.a*ccfco-c«K:saL<f^«^c 
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f t*as #k&s * « -r & «c tt-e <3oajftsa>g?*^ 

tf. 7)l*)im ; 7^-Jl'g : rA'+^^S ; >^u 

[00 13] Cft6<D£ffc*mS<D9*>. iElfttt£fctt 
»ttlfi«OC„. si 7**JtS*sKSU». MifeTJt 
*Jl>8©H*tAiW£Lrtt. Mitt, rrt^k Ft 

11- ;k u- ^^U-f^-fe— ;k 8,10- Ft" 

#^x~;k 77)^^. i-7^>7-Jk?**-Jk 3, 

[00141R, (D»»Stt«<C[RSSti&l^. W£ 

7^^^s^nriad. 7^*iicift-rs7^3* 

a8-l2r^^Ci^»^L/l> 0 R, ^T7;^+'> 

lfe7i^j«©^iit^ar(i. W*tf. a-** 
tJ-^a^k 5-s?)i-4- t^y- h «;:r#^k 5-x* 

[0 0 1 5] R, ^7-;-^^+^Sfe7^^S^* 

■r»^. 7^*^«±«cajfe-r*7u-^**>'»is 
-57*y*V»3W5F*Ll». r, *^r7i;-^^> 

l!{ftT^+ASc0jt^U>W<!:brt3:. 3-^^ 
/tJ/^Pt*, J-(2-t7K>') 3-(4-t 
ert-^>f;l7i/^) 7*DfJk 3-(4-l,l\3,3'- 

fl-7^f;W^) 7 jc 7*ah')k 3-(2,4~ 

i/^W*/^) 7*Dt'Jk 3-(2.4- y^f^7 x 
7Pt'Jk 3-(2,4- V-Xert-'<> : ?)17 

» 7Pt";l/ t 4-(2,4- v-tert-^>^;^^ ^ y *zs) 
~7=f-)l^ 2-C2.4- 5^-tert-^>^;l^7x y=f >) 

tl£<, Cilb^)?^. W(l,l , ,3 f J'-7-h7^^l'7' 



[ooi6]R, «**ji?.+xttaftctirt»r<><fct* 
c, . , o mt*mm*m?ft . ****** * c £ #» t 

±IB4>R, <mt LX^Ich 

*>*»£«Cl*. R, £tfR, «Sl»«caSSbT»*»flE 
l/T*>J:l>. R, RtfR, 4C«fcO»fiS**i*Ett 5-7 

[00 1 7] R, lib FP**>g. C,., 7*3*2/ 

?A T^V^Stti'^tf-SCi^TtS. R, <D«F 
&O?£LA>0i£L,Tl;J:. t Fn + S/Sfc* 0^/^*7 

tool 8 ] xzmoxtsmt. R, frt KP 
R, #^fc£ft*c«t«>£>£7s yg^Tti^cc 

Q O 
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6 

^W;>. xf-n/rs>. tr^ys/>. fc*P 

»jy> t *«;*'J>«<D««7 5>JS&£**tf*t£ 
[0019] **W<0fiHCC«. gS£g<Z>jt(I) «Mt 

soasi tc j: 0 . 1 mxa 2 mzj&ttsmimt * 
m£&*> 1 fl»a±©^s«*«cs^ < 

[0020] «Ttc#2Wfl>-«5Sa) CCttdStiSfb 

[002 1] 
Ht3] 




0-fl 



0-2) 



0-3) 



o o 




IT 



(M) 



[0 02 2] 




o 



[002 3) 



[ft5] 




[0024) 



Cfb6] 



(7) 



12 




30 



lit!) 




[0026] Hb8] 




o o 




0-38) 



fl-39) 



(1-40) 



0-41) 



(0028) xzmoitsm*. m.txtc^mmm^m^ 
x&wvmmommtt&tLxtt, put*. &m 



[00291 xmiommvffiffoisftt ±K5S 
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[oo30] xmxommit* rnmu^<omK<omm 
mmmtm^x. m^\t. mm. &mi 

m%mm<Dmim<Dr&<»mm&fm. ami 

j£fifflL £Jttl £31 *U-a»L & io 

i^-rnt. m\mixmi<»if&&'&^xm&t*> 

[oo3i] i&mznznMmmimtLxtt. w* 
^ mifflRvg&wm&iciz. mm (%m. o-^> 

p+'>ypfjM?^p-^, eis, mt?z> 

^77^a ISMS*) «r«8S-r*c£#r**. 
[0032] *«w©Eii©a^»tt. s-s***. =fin 

a^"C««Al BfcfcO 1-1.000 mgfSgTN&D, 
U<ttl0-500 mqr&£. fMftf*l« ST. (EM 40 

l*. B£>/c9 0.1-200 roq. ff£lr<tt 0.3-50 

[0033] 

l». 

[0034] »gM 

llteW^oaifiaWfc^^WBl^^^W^W. NMR 



20 

« 1 : N-n-***JU-3- t h'P + y-1,4 -7"7 b*^> 
-2- rt,fr#*U-5 F Utl-2) 

A) 100 ml =->D7 7X3lCl.4-2/b FO + ^7^b 
>-2- *^>K7x^l/XXr^l/ 12.5 q (45 mnol) 
% i>-;fr**\fl>7 5> 6.8 q (54 mnol)*J<fcO^^ ^ 
7*F75F lOralfcAOx. S*»HaT«C90'C"C8BS 

tMBU 0.1N £6* 250 ml iiafiJ^llTk 250 ml T*zft 

* u - * - tc <fc 0 $ ra* b £ c 

J:0fa»U- SfeOJg^. N-n-*^;l/-l,4- */bFP 

+ ->^^^U>-2- 7^;l/^^1^$ K 15.1 q(^813Q^r 

SL^ : 161-163 *C 

[0035] B) 300 ml Z^P? ^^^CC. flulfiXSA) 
Tit htlfcVC&fy 7.0 q (22 B»l)i7t h li^ 1 
10 ml £JjnxW£. N-^PC3X^^>>T S K 6.5 q (48 

nmol) fPL-f-Mjitc. SBT 1 BSfflR(6Sl*/c 

* u - ^ - <t o *tt*» * ra* O /c <b c 

6.4 q (iR^84^)€rj#/c. 

: 121—123 "C 
[ 0 0 3 6 ] C) 100 ml Z^D^XnCC. boI2X?1B) 
■C^64l/cffc^B9 3.5 q (10 owl)^^^^^** 
t^-f F 20 ml£jjQX./c&, 2N *BMt* !l 0 1 
5 ml (30 nnol)^^LTo»QA/c.,^T 1 B#^J^Itv^ 
-tf/c^ iMi6K*jg«-C*fDL/c. mfb^^l^> 200 

ml "CttffiU * 200 ml r8t*L/c. i^ft^^P>P 

^a^U/c 0 C©fflM^7A^pvF^7^ 
(^*^> :ft»x^^=l:l) CC<t0«l?l/, gWft-C 

7 h+^>-2- t>)ltf*?* F ((Ll-2) 0.6 q (fl^lS 

Sfc^i : 102—104 *C 

[0 0 37] W2 :m-^Ft*xjM- b FP^'>-1,4 
--TV h + ^>-2- t**#*V-$ F (ltl-3) 
1,4-^t FP^vt7 ^lx>-2- *Jb5|C>H^*Xil/X 
Xf-;k n-Ff^^7i>^l^Ml iPltl<7>^ 

H^. : 112-113 "C 
[0 03 8] m3 : N-n- Ff^^ikJ- t Fn + 5/-l,4 



02) 
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-r? h*;y-2- ij)i*=$-n f - (it 

1-4) 

1,4-yt KD^yt7 £b>-2- ^i^'>657x^;H 
Xr;k n-Fr^^T ^ >£ffll>T0S I <DX*iA)£tf 

y*PP-l,4 -+V h*y>-2- F£*rt,* 
Bt£ : 91-92'C 

[0 03 9] :M-n-^tf^^-3- t KP + y 10 

-i,4 -+y s H (fti-5) 

DfHB{b£tt*f#/c* 
: *C 
[0 04 0] W$ : N-(l -T*^>*>W K 
a*>-i.4 h*>0-2- K (fbl-7) 

1,4-^t Fn*^:J-y-£u>-2- *;i^>i£y-x~;i/x 

*f-;k i-TZvyrjisfjiT ^yzm^xwi ±m 
teosf&micjzvm&ite'&zmtc. 20 

BL£ : 167-171 "C 

[0 04 1 ] #6 : N-(3,3- ^^A^ObVlO^-b 

8) 

*f-;k 3,3-^:7 x~^:/afc\it/T^>£ffii,>TWl £ 
Sl£ : 151-153 *C 

[ 0 0 4 2 ] mi : N-(4- sfr+tf^+irf^-ilO-S-fc 
FP+y-i,4- b*^>-2- ftfrtf*-?* F UbI- 30 
11) 

1,4-^fc KD^yt7^l/>-2- ^7;1/^>K^ j:^^X 

B*<D£«EffiK: J: *mitfbt=rf&*i§/c 0 
a*:67-7i'C 

[0 0 4 3 ] 018 : N-(3- ^xy+->7*Pt*Jl/)-3-b F 
P*^-l,4 -^-7 F^^>-2- tt>l>#*y-3i F( ftl-1 
2) 

1,4-J/fc FP^yt7^l/>-2- ^>H7x^^i 
Xf-jk 3-7^y + '>7*PtVl/T$>^^r«l <LPI 40 

: 119-124 'C 
[0 04 4 ] : M-(3-(4-(l,l\3 ( 3 - f 
7>Jl/) 7x/ + y) 7*Pb*JlO-3-b FP + y-1,4- :f 

7F + y>^ F (fbi-15) 

xfJk 3-(4-(ia\3,3*-7"F^3 L ;Uy J >rtO 

7P t jut ^ >£w,>-cra i trnteoy-smmcj: 

: 39-91'C 50 
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[004 5] WlO: N-(3-(2,4-^-tert-^>^l/7 x / 
*v) 7Db'il/)-3-t KD+5/-1.4 -^7 F + y>-2- 
t>)\,**-* I F Hbl-16) 

i ? 4-^t Fn4i>^7^u>-2- ^;u^K>^xJi^x 

Xf;l/. 3- (2, 4- y_tert-^>f^7x/+y) 7 0t' 
Sk£ : 140-141 *C 

[004 61 Mil: N-(M2.4-^-tert-^>^7* s 
*>) 7*Pb\>U)-3-b FP^>-1,4 -;f7 F + y>_2- 

* F • *sJ ?)IT $ >iS Ubl-17) 
1,4-^yfc Fn^5y^-7 ^U>-2~ *Jl/^'>K7x^it/X 
Xr;k 3-(2,4- v>-tert-^>?- ^"7 x/+y) 7'at' 
5 >£ffil>T04 1 (OIliA^^B)^^^^^ 
J: 0»6*l*MM2 f 4-2'-tert-^>*Jl'>> x y + v) 
:/PbVt/)-*-y-PP-l,4- ^7 F^y>-2- 
* F£^^T5> 505C*cg?g^fb^^l->*-cg 

»C60£* -frS cite J:*) Sil2<b£«9£{i fc. 

SfcS : 137-138 # C 

[0 04 7] Ml2: N-(4 -7x^^t^7^)-3-t F 
p*->-i,4 -^7 h*y>-2- *7rt>*'*-^ F Ubi-i 

8) 

1,4-fyfc FP + yt7^U>-2- W^>S7^iH 
XrJK 4-7x^;l'b^^i;:>£fl!<,>TMl tm^<0^ 

: 162-181 *c 
[0 04 8] Ml3: N-7x^l/-3- fc FD + y-1,4- * 
7 F*y*>-2- F Ubi-19) 

i,4-i>b Fu*:y^7*u>-2- #;t/?K>&7x.r.;i/x 

St^l : 205-212 "C 

[0049] (Ni4: M-^c>^l/_3- y F + ^-1,4 -^7 

F + y*>-2- F <fbI-20) 

200 ml<DZ^D77XntC0y|2pi 1 <DTMK)J£VV)tffi 

7^/>-2- tf)Vifs^^ F 3.1 q (10 mo\^tz> J 
^;WA7; F io ml£flOx/c&. tFD^AyF^ 

^>F 28%^^-/-^« 2.4 q (11 mmol)£4>t/t'^ll] 

x/c. sflrmiBsi&d«fcfli. msix-** 200 m i 
raau. o.in si$ 200 mi . masmfcrn* bvy 

a?K?§«200i»1 "Ca^t/c 0 »®tx^;^^Ki$^ F 

<dis^ ^ ^>^;i/_3_ ^ F+v-1,4 -t7 

- *Jb#**5 F «bl-20) 2.4 q(lR^79^)^fffc. 
St^ : 74- SOX 

[0050] Wi5: M-^D7D b*;l/-3- ^ F + 5y-i,4 
-t7f + />-?- tJ)ltf*-n F (^bl-21)) 
1,4-^b FP^yf7^U>~2- ^f>K7.t^^X 
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Xr'k y^a7'Pt>7 ^ >£fiH>~t04i4<blB]&<£>£ 
8t* : 122-124 *C 

[0 05 1 ] 0416: M-Ff^^iM- ^ h + v-1,4 -+ 
y Y*S>-2- *Jl#*Vr$ F Utl-22) 

Xfik Hr^7^T^>^C>rWl4<!:PJ^<0^7£ 
Bt£ : SS-95*C 

[0052] {#17 : N-(4~ **^+*f r i?~)l)-3-S 10 
F*^-l,4 h*^>-2- 5 F (ftl-2 

4) 

Xfik 4 - **^**f s *^JbT 5>£JBl»"CWl4 
ltd : 72-7*0 

[0 05 3] Wis: N-(2 -7xXJbx?jU)-3->< 
-1.4 -7" 7 h + y>-2- F (it 1-25) 

Xfik 2 - 7*xjl,X^7S>£JfllvCWl4£H« 20 

HL£ : 145-146 - c 

[0054] 04l9: N-(3-(2,4-^tert-^>^>rt/^ * -/ 

^otvi/)-3^ h^>-i,4 -i~y F*y>-2- io 

F Utl-26) 

1,4-^fc KD+^t7^b>-2- #;l/#>®:7*— H'X 
Xr^k 3-(2,4- ^-tert-«^>^^^^^4 1 >> :/ntf 
5>^«i»r^4iBI»o^iafficcJ:0«iB(fc^«! 

Md : 132-135 # C 30 

[005 5] 0420: N-r^»;y-3- ^ F+^-i,4 -i-y 

h*y>-2- *7;u#*tfs F (ftl-27) 
SfcS : 179-C (»Jg) 

[0 05 6] 0421: N-(3-(2 t 4->?-tert-^>^^7 x -/ 
yat>)-3-n-^h^y-i,4 -7" 7 h*^>-2- 
= F Uti-28) 

l t 4-e/tFP + ^t7fl/>-2- *;b^>S7x^X 40 
Xf;k 3-(2,4- V-tert-^>^^^ ^y^V) 7'at* 
)IT S >*ffil»T« 1 <OXIlA)Rtf B)£PJ«<D£fiS&(t 
<t0lf6tl^>W-(3-(2 t 4-> ? -tert-^>^l'7xy^^) 
7'Ph>)-3-^PO-l,4 -^7 h^^>-2- *r^sK+t^ 
$ F 2.6 q (5 nmol) Srn-^^— * 50 ml(CjJUX % ^ 
fiT#JRft* F 'i r >A (60S) 0.22 q (5.5 mrol)^L 

: ^ 5ry-Jl/=10:l)*C<t0«SL. 2.3 qflK* 
84*)<D3Hgft£«**:«/c. 50 
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: 102-107 'C 
[0 05 7 ] 0122 : N-(3-(2,4-v-tert-^>^^ V x S 
+ 7PtVl/)-3-7 5 y-1,4- +y h*S>-2- 
F (fbl-29) 

200 «1(3)Z7D7 7XP(C 1,4- i?fc FP + 5>7"^^U 

>-2- /7il/^>fiS7x^;l/XXrik 3-(2.4- $/-tert- 
^>^7x/+y) y'at'jvy $ >£flK>Tgoia04 1 . 
©XliA)RCKB)<b|5}«<D^^tci:*)i§6*i^ m-(3- 
(2,4 ->?-tert-^>7 c ;l/7x>/ + v) 7 a tVU)-3-£ a 
P-1,4 -7" 7 >-2- /JiM**** Fl.O p (2 mroo 

1) <Lfh7tFP77> 20ml£JjQx. v ^&T:S#J<D 

0K£££ft£iH&£?Jl' 100 mVCfflUU 7K 100 ml 

x^,KU-^-CCJ:Or§S)I^S*b/c. ESS**^ 
A^a7F^77^( ^+1f> : SKx^^=4:l) CC 
<fc9«StU BffWrC**jtfe<Z>i8B H-O-G.4- V-t 

ert-^>^^y * -/ + ^>) 7 P fc* JU)-3-7 S ^-1,4- ± 
y h*sy-2- 2?^#=H?*5 F (ftl-29) 0.7 q(*R^76 

: 107—107.5 °C 
[0058] 0423 : N-(3-(2 ,4->>-tert-^> *\H/7 x. -/ 
+ y'Ut'J\,)-3-j*?)VT$ S-l,4-j~y >-2- 
F Utl-30) 

i f 4-^b FP4 : yt7^u>-2- #;t/*K>i£:7:c^!/X 
Xfik 3-C2.4- is-tvrt-^lsl-fcy x-S^Zs) fc* 
^ >^fflt^r04 1 <OXfMA)R^B)<hl^^lO^^£fcC 
i: 0 If ^ tl ^ N-(3- (2 , 4-^-tert-^> y ^ y^5>) 
7'Dt^)-3-^DP-l,4- 7^7 h + ^>-2- ^7^#+^ 
? F<L, y^7$ > 2M ^^^^SS^^/^ 

M«*7A^P7F^7^ (&ft^U>: ^ 
^y-^=i0:i)tcj: OfSKl/^lfifb^^lf/c. 
ife^ : 95-97'C 

[0059] 0424 : N-(3-(2 f 4-^-tert-^>^^ * S 
+ 7'Ot'^)-3-n-^W^-l,4- t7F^^> 
-2- F (itl-31) 

1,4-^t FD^^t7^U>-2- ^#>B7x-M 
3-(2 r 4- i/-.tert^>^^^x> r ^ 1 >') 7*Dt' 
JUT ^ >^rfflC^-C04 1 <OXHA)Ra f B)i|5l«^^£4C 
<fc 0 i§6 tl &N-CM2 ,4-^-tert-^> 9fr V * S *ris ) 

^ot^-^pp-i^ -1-y b*s>-2- ^^c+-tf 
^ Fi, n-^^^r ^ >^n^^ /-^rigtsg; 

: 78- 7 9 "C 

[0 06 0] 0425: W-(3-(2,4-^-tert-^>^^^x / 
^ 7P fc"^)-M3-(2,4->>-tert-^>? c ^7 ^ ^ ^ 
>) 7'PbVI/) T^y-1,4- t7F^/>-2- ^7^^^ 
F (ftl-32) 

i r 4-^t F o : $zsi~y 2is>-2- t>)U$yi&y *~a,3- 



(14) 
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5.6 q (20 mnol)<t 3-(2 t 4- V- tert-^>7^7 
x y + ->) 7Dt'/l/7;> 6.4 q (22 nnol)£ 

rsarcc i ii<t>^u>-cffitfju ffl 

* y -^=i0:i)tt J: 0 *f§? Lft!dft£«?££l/c. 
Si£ : 115-118 'C 

[0 06 1] $26: N-(3>(2,4-5>-tert--^>^^^x y 
^Of^-r^^-l,^ *7 F + ^V-2- 
F (ftl-33) 

1,4-^fc KO^>^"^^U>-2- */Jl'#>IK7x.=Jl'X 10 
3-(2,4- ^-tert-^>^^^x> r 4 1 ^) 7'Df 

J:0tf e>n^N-(3-(2.4-^-tert-^>^^ * 

: 56.5— 57.5"C 
[0 06 2] $27: N-(3-(2 f 4-i>-tert-^<>^^-7xy 
*>) 7*Pt^)-3-^ F4i/7?A1,4 -7^7 h*y> 
-2- F Utl-34) 20 

1,4-vfc FP + yt7^l/>-2- *7;l/«K>H7xx/l/X 

^7 5 >£ffll>Tffl 1 OXflA)Rtf B)£|^&<D£^fc: 
<fc 0 if 6 ft £ N-(3-(2 , 4-^-tert-^> ^7i/f>) 
:/PfcVlO-3-^PP-l,4 -7^7 h*y>-2- 27^*'*t>- 
S F<b^ h^>7 ^ F yx^/UTSXD 

ffiiKf F7t Fd 7 ^^T^^tf^ 

SL£ : 97-105 "C 

[006 3] $28: H-n-*5>3-)l-3- isJ?)UT$S- 30 
1,4 --T7 h + y>-2- *?rt>tf*i^ F (fti-35) 

1,4-vfc KDf>/t7^l/>-2- W>87x^I 
Xfik 3-(2 f 4- 5/-tert--'<>^l>7 jc^^^) ^Df 

J: 0 n 6 tl * M-(3-(2 , 4->>-tert-^> ?)\> 7 * J * 5> ) 
7*Ptvi/)-3-^PP~i t 4 h*y>_2- 
^ F 1.5 q (4 wnol) <L, isJZ-JVT ^>f~ h^t FP 
77> 2N £S$ 4.3 ml (9 nmol)^, fh7t h*a^ 

^> lani^r^iaTWii^stDa^/c C4>£iQfS 

£tt£#»X7^ 100 ral TfflffiU * 100 ml <L&fO 40 

^s^t" f ioo mi -cft»ut. ftStX 

<t0 (^*1f>:gf&X7^U=i:i)?§HU g&v*C& 
£ N-(3-C2,4 -^-tert-^>^^^x y^^) 7Pt 
;l/)-3-^^^il/T^ ^-1,4 -7^7 h + ^>-2- 
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*S F (ftl-35) 1.2 q(lR*7350£S/c. 
61£ : 89-95'C 
[0064] $29: t^h'v"tf^)V-3- f-)VT $ S- 
1,4 -+V h + y >-2- S F (ftl-36) 

1,4-^fc pD+^/t7^U>-2- ^;l/^>g$7 xXjLx 
Xf;K F7=*x^T$>^C^W2Si|5jli<D^S 

SfcS : S6-88*C 

[0 06 5] $30: N-^+^rrtx^-^ \>A*>\,7 * 
y_l,4 -7" 7 F*y>_2- F <ftl-37) 

1,4-^fc HP+'>t7^l/>-2- ^M>8$7x^l/X 

XrJk ^tU^-JUT 5>£fl3c>T$28<!:f5]t£<D^ 
H£ : 78-82*C 

[ 0 0 6 6 ] $31: N-(4 x;lO-3-^ 
(ft 1-38) 

*7-;k 4^+^+ j ^f r ^xji,r ^ >^mc^rW28i 

It* : 48— 49'C 

[0 06 7] $32:i*-(l- 7yv>f;M^^)-3-y^ 
5 7-1,4 -i~y b + 7>-2- T^Utf*"^ F (it 

1-39) 

1,4-^fc HP + ^t7^b>-2- *;^*>g[7x^iH 

[0068]W33:N-Ff^^- ^t^^-3- 
>iT±s-i t 4 -i-y F*y>-2_ Jul**? z F( ill 

-A 0) 

1,4-^b FP+i/t7^b>-2- t>}l#>&iy ^x 
Xfik 3-(2,4- ^-tert--^ >^il/7x/ty) 7'af 
^7 $ >^ffiC>TW28iRii(7>^&CCi: 0*K<fc^«S 

: 112-120 *C 
[0 06 9] 0*34: N-Fr*7XrtM4- ^^;U-3- 
^T^^-i t 4 -7^7 F Uti- 

41) 

i t 4-^t Fa^VT^v 5?U>-2- ^;^^>Bt7xx;l,x 

[0070] 

a)ffc^«5<h«^<DSiK-r5TlS(Oft^S-l *>e>S-4 
[ft 1 0] 
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(S-1) 




N(CHa) 2 



(S-2) 




(S-3) 



(S-4) 



£JfflMfr 5X10 1 <S/mKCP3©U 100 fi 1 O 10% FBS 
^jRFMtfgfft*. PHA (5iil>l) $/c(«-^'-}aMS£ 

% until axmvtai) ^ttiL-cs^e^ sos^ 
*-f y^p^jUTA^a— ibft (150 ni)r*^vif>e 

f!l£ig»?U 570 nm-Cthfe^MtTTaBiacOi&M^ib^ 



[0 07 1 ] «36: ttfiA&Ktt 

lXltf il/mlOt Ho#St^ttSjfiUgifflliattHL60^10 
0 ^ (7)10% FBS ^WRPMllSife*r. SSHt^^HfTF 

tmmtw&ictov HL6occw-r^ifflis#i4 

[0 07 2] 
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i ICS0(Mq/mL) 


Ratio 




ft^Wa! PHA 


HL60 


IC50(HL60) 




i 




/IC50(PHA) 














14 


0.37 


3.22 


8.7 




1-11 


0.07 


0.48 


6.9 




H5 


0.1 1 


0.91 


8.7 




HA 

r IO 


U. i c 


0 

V/. J »J 


7.8 




11 7 
1 1 / 


u.yo 




123 








J.JU 


183 




1-24 


0.50 




2.8 




1-26 


<0.10 


fl ft! 


> 8.1 




I 28 


0.27 


1.00 


3.7 




»-36 


0.40 


2.69 


6.7 




1-38 


0.35 


0.98 


2.8 




MO 


0.16 


0.75 


4.7 
























S-1 


> 10.00 


> 10.00 






S-2 


5.81 


4.50 


0.8 




S-3 


4.70 


6.20 


13 




S-4 


5.47 


1.90 


0.3 



10 07 3] #37: -?>yz>)y'mu£&fcic*i?z>w 

5 Xitf f@/Vl(DC57BL/6 V 0 * <D& MfflflB t . 25 nM 
W Fv-<^»r30^^SL/d^ca^b/c^<DBalb 
/cV^XCDl$i@llBSSi^. 100 a 1 CD 10% FBSsWRfMI 
igJfe*-C6B^^^b/c. m>T\ 1 /*Ci<D[ 3 H] 

Ht^tt^^L/c ^2tCft^W^b^CD IQ 0 IS* 

[0074] 
[SI2] 







1C50 






(ug/mL) 










H1 


0.68 




J-16 


0.10 




1-26 


0.37 




1-38 


0.58 




M0 


0.17 



[007 5] 0438: •?vx*5-4 s >mB9iti:Ztir?>i& 

U eil^ODBAA^tttt^^^^^tCiooul 3r2 

fcjtC Wboley h<D-fi?t (3. Exp. Med., 154, pp.683-70 
0, 1981)tCg£->Tff^/c. 0 1 {t$^J(7)<t£^I-26 
(■; 50 raqfkq) &tf^e52R?£ET <*H$ : 100 ju 

i mm vm**?. colter*. mm^m**? 
fc. 

[0076) 

£<omm<om®imt i,xmmx$>*>. 
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t$»¥ 1 1- 217 361 




21 22 23 24 25 26 27 2B 25 3d 31 32 33 34 



(72)^^ £ W£! 
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